2/16 



33 1 ' V 





}\u(] uinidojng 



3/16 





CO 




>* 




—J 




CQ 




CD 


CO 


_C 


>* 


"v_ 


_l 


3 


oa 




□ 


■ 



TO 

-S- CD 
TO JQ 



□ □ 



< 



CO 



TO DQ 

UL ' 



CO 

O 




o 

CM 
CM 



i>n co 10 rN *o i— i 

CO <N i i-H o 



(lA|U09fr) aoueqjosqv 



4/16 




6/16 




7/16 




8/16 




jjun Lunidojng 



9/16 




10/16 




o 

CD 



asuodsey 



11/16 




12/16 




13/16 




14/16 




(ny) esuodssy 



15/16 




(fIH) asuods9H 



state government or listed in the U.S. Pharmacopeia or other generally recognized 
pharmacopeia for use in animals, and more particularly in humans. The term "carrier" 
refers to a diluent, adjuvant, excipient, or vehicle with which the therapeutic is 
administered. Such pharmaceutical carriers can be sterile liquids, such as water and oils, 
including those of petroleum, animal, vegetable or synthetic origin, such as peanut oil, 
soybean oil, mineral oil, sesame oil and the like. Water is a preferred carrier when the 
pharmaceutical composition is administered intravenously. Saline solutions and aqueous 
dextrose and glycerol solutions can also be employed as liquid carriers, particularly for 
injectable solutions. Suitable pharmaceutical excipients include starch, glucose, lactose, 
sucrose, gelatin, malt, rice, flour, chalk, silica gel, sodium stearate, glycerol monostearate, 
talc, sodium chloride, dried skim milk, glycerol, propylene, glycol, water, ethanol and the 
like. The composition, if desired, can also contain minor amounts of wetting or 
emulsifying agents, or pH buffering agents. These compositions can take the form of 
solutions, suspensions, emulsion, tablets, pills, capsules, powders, sustained-release 
formulations and the like. The composition can be formulated as a suppository, with 
traditional binders and carriers such as triglycerides. Oral formulation can include 
standard carriers such as pharmaceutical grades of mannitol, lactose, starch, magnesium 
stearate, sodium saccharine, cellulose, magnesium carbonate, etc. Examples of suitable 
pharmaceutical carriers are described in "Remington's Pharmaceutical Sciences" by E.W. 
Martin. Such compositions will contain a therapeutically effective amount of the antibody 
or fragment thereof, preferably in purified form, together with a suitable amount of carrier 
so as to provide the form for proper administration to the patient. The formulation should 
suit the mode of administration. 

[0542] hi a preferred embodiment, the composition is formulated in accordance 

with routine procedures as a pharmaceutical composition adapted for intravenous 
administration to human beings. Typically, compositions for intravenous administration 
are solutions in sterile isotonic aqueous buffer. Where necessary, the composition may 
also include a solubilizing agent and a local anesthetic such as lignocamne to ease pain at 
the site of the injection. Generally, the ingredients are supplied either separately or mixed 
together in unit dosage form, for example, as a dry lyophilized powder or water free 
concentrate in a hermetically sealed container such as an ampoule or sachette indicating 
the quantity of active agent. Where the composition is to be administered by infusion, it 
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can be dispensed with an infusion bottle containing sterile pharmaceutical grade water or 
saline. Where the composition is administered by injection, an ampoule of sterile water for 
injection or saline can be provided so that the ingredients may be mixed prior to 
administration. 

[0543] The compositions of the invention can be formulated as neutral or salt 

forms. Pharmaceutically acceptable salts include those formed with anions such as those 
derived from hydrochloric, phosphoric, acetic, oxalic, tartaric acids, etc., and those formed 
with cations such as those derived from sodium, potassium, ammonium, calcium, ferric 
hydroxides, isopropylamine, triethylamine, 2-ethylamino ethanol, histidine, procaine, etc. 
[0544] The amount of the composition of the invention which will be effective in 

the treatment, inhibition and prevention of a disease or disorder associated with aberrant 
expression and/or activity of a polypeptide of the invention can be determined by standard 
clinical techniques. In addition, in vitro assays may optionally be employed to help 
identify optimal dosage ranges. The precise dose to be employed in the formulation will 
also depend on the route of administration, and the seriousness of the disease or disorder, 
and should be decided according to the judgment of the practitioner and each patient's 
circumstances. Effective doses may be extrapolated from dose-response curves derived 
from in vitro or animal model test systems. 

[0545] For antibodies, the dosage administered to a patient is typically 0.1 mg/kg 

to 100 mg/kg of the patient's body weight. Preferably, the dosage administered to a 
patient is between 0.1 mg/kg and 20 mg/kg of the patient's body weight, more preferably 
1 mg/kg to 10 mg/kg of the patient's body weight. Generally, human antibodies have a 
longer half- life within the human body than antibodies from other species due to the 
immune response to the foreign polypeptides. Thus, lower dosages of human antibodies 
and less frequent administration is often possible. Further, the dosage and frequency of 
administration of therapeutic or pharmaceutical compositions of the invention may be 
reduced by enhancing uptake and tissue penetration {e.g., into the brain) of the antibodies 
by modifications such as, for example, lipidation. 

[0546] The antibodies and antibody compositions of the invention may be 

administered alone or in combination with other adjuvants. Adjuvants that may be 
administered with the antibody and antibody compositions of the invention include, but 
are not limited to, alum, alum plus deoxycholate (hnmunoAg), MTP-PE (Biocine Corp.), 
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QS21 (Genentech, Inc.), BCG, and MPL. In a specific embodiment, antibody and 
antibody compositions of the invention are administered in combination with alum. In 
another specific embodiment, antibody and antibody compositions of the invention are 
administered in combination with QS-21 . Further adjuvants that may be administered 
with the antibody and antibody compositions of the invention include, but are not limited 
to, Monophosphoryl lipid immunomodulator, AdjuVax 100a, QS-21, QS-18, CRL1005, 
Aluminum salts, MF-59, and Virosomal adjuvant technology. Vaccines that may be 
administered with the antibody and antibody compositions of the invention include, but 
are not limited to, vaccines directed toward protection against MMR (measles, mumps, 
rubella), polio, varicella, tetanus/diptheria, hepatitis A, hepatitis B, haemophilus 
influenzae B, whooping cough, pneumonia, influenza, Lyme's Disease, rotavirus, cholera, 
yellow fever, Japanese encephalitis, poliomyelitis, rabies, typhoid fever, and pertussis, 
and/or PNEUMOVAX-23™. Combinations may be administered either concomitantly, 
e.g., as an admixture, separately but simultaneously or concurrently; or sequentially. This 
includes presentations in which the combined agents are administered together as a 
therapeutic mixture, and also procedures in which the combined agents are administered 
separately but simultaneously, e.g., as through separate intravenous lines into the same 
individual. Administration "in combination" further includes the separate administration 
of one of the compounds or agents given first, followed by the second. 
[0547] In another specific embodiment, antibody and antibody compositions of the 

invention are used in combination with PNEUMOVAX-23™ to treat, prevent, and/or 
diagnose infection and/or any disease, disorder, and/or condition associated therewith. In 
one embodiment, antibody and antibody compositions of the invention are used in 
combination with PNEUMOVAX-23™ to treat, prevent, and/or diagnose any Gram 
positive bacterial infection and/or any disease, disorder, and/or condition associated 
therewith. In another embodiment, antibody and antibody compositions of the invention 
are used in combination with PNEUMOVAX-23™ to treat, prevent, and/or diagnose 
infection and/or any disease, disorder, and/or condition associated with one or more 
members of the genus Enterococcus and/or the genus Streptococcus. In another 
embodiment, antibody and antibody compositions of the invention are used in any 
combination with PNEUMOVAX-23™ to treat, prevent, and/or diagnose infection and/or 
any disease, disorder, and/or condition associated with one or more members of the Group 
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B streptococci. In another embodiment, antibody and antibody compositions of the 
invention are used in combination with PNEUMOVAX-23™ to treat, prevent, and/or 
diagnose infection and/or any disease, disorder, and/or condition associated with 
Streptococcus pneumoniae. 

[0548] The antibody and antibody compositions of the invention may be 

administered alone or in combination with other therapeutic agents, including but not 
limited to, chemotherapeutic agents, antibiotics, antivirals, steroidal and non-steroidal 
anti-inflammatories, conventional immunotherapeutic agents and cytokines. 
Combinations may be administered either concomitantly, e.g., as an admixture, separately 
but simultaneously or concurrently; or sequentially. This includes presentations in which 
the combined agents are administered together as a therapeutic mixture, and also 
procedures in which the combined agents are administered separately but simultaneously, 
e.g., as through separate intravenous lines into the same individual. Administration "in 
combination" further includes the separate administration of one of the compounds or 
agents given first, followed by the second. 

[0549] In one embodiment, the antibody and antibody compositions of the 

invention are administered in combination with other members of the TNF family. TNF, 
TNF-related or TNF-like molecules that may be administered with the antibody and 
antibody compositions of the invention include, but are not limited to, soluble forms of 
TNF-alpha, lymphotoxin-alpha (LT-alpha, also known as TNF-beta), LT-beta (found in 
complex heterotrimer LT-alpha2-beta), OPGL, FasL, CD27L, CD30L, CD40L, 4-1BBL, 
DcR3, OX40L, TNF-gamma (International Publication No. WO 96/14328), TRAIL, ADVI- 
E (International Publication No. WO 97/3491 1), APRIL (J. Exp. Med. 188(6):1 1 85-1 190 
(1998)), endokine-alpha (International Publication No. WO 98/07880), Neutrokine-alpha 
(Internatioanl Application Publication No. WO 98/18921), OPG, OX40, and nerve growth 
factor (NGF), and soluble forms of Fas, CD30, CD27, CD40 and 4-IBB, TR2 
(International Publication No. WO 96/34095), DR3 (International Publication No. WO 
97/33904), DR4 (International Publication No. WO 98/32856), TR5 (International 
Publication No. WO 98/30693), TR6 (International Publication No. WO 98/30694), TR7 
(International Publication No. WO 98/41629), TRANK, TR9 (International Publication 
No. WO 98/56892), 312C2 (International Publication No. WO 98/06842), and TR12, and 
soluble forms CD 154, CD70, and CD 153. 
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[0550] In a preferred embodiment, the antibody and antibody compositions of the 

invention are administered in combination with CD40 ligand (CD40L), a soluble form of 
CD40L (e.g., AVREND™), biologically active fragments, variants, or derivatives of 
CD40L, anti-CD40L antibodies (e.g., agonistic or antagonistic antibodies), and/or anti- 
CD40 antibodies (e.g., agonistic or antagonistic antibodies). 

[0551] In an additional embodiment, the antibody and antibody compositions of 

the invention are administered alone or in combination with an anti-angio genie agent(s). 
Anti-angiogenic agents that may be administered with the antibody and antibody 
compositions of the invention include, but are not limited to, Angiostatin (Entremed, 
Rockville, MD), Troponin- 1 (Boston Life Sciences, Boston, MA), anti-Invasive Factor, 
retinoic acid and derivatives thereof, paclitaxel (Taxol), Suramin, Tissue Inhibitor of 
Metalloproteinase-1, Tissue Inhibitor of Metalloproteinase-2, VEGI, Plasminogen 
Activator Inhibitor- 1, Plasminogen Activator Inhibitor-2, and various forms of the lighter 
"d group" transition metals. 

[0552] Lighter "d group" transition metals include, for example, vanadium, 

molybdenum, tungsten, titanium, niobium, and tantalum species. Such transition metal 
species may form transition metal complexes. Suitable complexes of the above-mentioned 
transition metal species include oxo transition metal complexes. 

[0553] Representative examples of vanadium complexes include oxo vanadium 

complexes such as vanadate and vanadyl complexes. Suitable vanadate complexes 
include metavanadate and orthovanadate complexes such as, for example, ammonium 
metavanadate, sodium metavanadate, and sodium orthovanadate. Suitable vanadyl 
complexes include, for example, vanadyl acetylacetonate and vanadyl sulfate including 
vanadyl sulfate hydrates such as vanadyl sulfate mono- and trihydrates. 
[0554] Representative examples of tungsten and molybdenum complexes also 

include oxo complexes. Suitable oxo tungsten complexes include tungstate and tungsten 
oxide complexes. Suitable tungstate complexes include ammonium tungstate, calcium 
tungstate, sodium tungstate dihydrate, and tungstic acid. Suitable tungsten oxides include 
tungsten (IV) oxide and tungsten (VI) oxide. Suitable oxo molybdenum complexes include 
molybdate, molybdenum oxide, and molybdenyl complexes. Suitable molybdate 
complexes include ammonium molybdate and its hydrates, sodium molybdate and its 
hydrates, and potassium molybdate and its hydrates. Suitable molybdenum oxides include 
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molybdenum (VI) oxide, molybdenum (VI) oxide, and molybdic acid. Suitable 
molybdenyl complexes include, for example, molybdenyl acetylacetonate. Other suitable 
tungsten and molybdenum complexes include hydroxo derivatives derived from, for 
example, glycerol, tartaric acid, and sugars. 

[0555] A wide variety of other anti-angiogenic factors may also be utilized within 

the context of the present invention. Representative examples include, but are not limited 
to, platelet factor 4; protamine sulphate; sulphated chitin derivatives (prepared from queen 
crab shells), (Murata et al., Cancer Res. 51 :22-26, 1 991); Sulphated Polysaccharide 
Peptidoglycan Complex (SP- PG) (the function of this compound may be enhanced by the 
presence of steroids such as estrogen, and tamoxifen citrate); Staurosporine; modulators of 
matrix metabolism, including for example, proline analogs, cishydroxyproline, d,L-3,4- 
dehydroproline, Thiaproline, alpha,alpha-dipyridyl, aminopropionitrile fumarate; 4- 
propyl-5-(4-pyridinyl)-2(3H)-oxazolone; Methotrexate; Mitoxantrone; Heparin; 
Interferons; 2 Macroglobulin-serum; CbJMP-3 (Pavloff et al., J. Bio. Chem. 267:17321- 
17326, 1992); Chymostatin (Tomkinson et al., Biochem J. 286:475-480, 1992); 
Cyclodextrin Tetradecasulfate; Eponemycin; Camptothecin; Fumagillin (higber et al., 
Nature 348:555-557, 1990); Gold Sodium Thiomalate ("GST"; Matsubara and Ziff, J. 
Clin. Invest. 79:1440-1446, 1987); anticollagenase-serum; alpha2-antiplasmin (Holmes et 
al, J. Biol. Chem. 262(4): 1659-1664, 1987); Bisantrene (National Cancer Institute); 
Lobenzarit disodium (N-(2)-carboxyphenyl-4- chloroanthronilic acid disodium or "CCA"; 
(Takeuchi et al., Agents Actions 36:312-316, 1992); and metalloproteinase inhibitors such 
as BB94. 

[0556] Additional anti-angiogenic factors that may also be utilized within the 

context of the present invention include Thalidomide, (Celgene, Warren, NJ); Angiostatic 
steroid; AGM-1470 (H. Brem and J. Folkman J Pediatr. Surg. 28:445-51 (1993)); an 
integrin alpha v beta 3 antagonist (C. Storgard et al., J Clin. Invest. 103:47-54 (1999)); 
carboxynaminolmidazole; Carboxyamidotriazole (CAT) (National Cancer Institute, 
Bethesda, MD); Conbretastatin A-4 (CA4P) (OXiGENE, Boston, MA); Squalamine 
(Magainin Pharmaceuticals, Plymouth Meeting, PA); TNP-470, (Tap Pharmaceuticals, 
Deerfield, IL); ZD-0101 AstraZeneca (London, UK); APRA (CT2584); Benefin, 
Byrostatin-1 (SC339555); CGP-41251 (PKC 412); CM101; Dexrazoxane (ICRF187); 
DMXAA; Endostatin; Flavopridiol; Genestein; GTE; ImmTher; Iressa (ZD 1839); 
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Octreotide (Somatostatin); Panretin; Penacillamine; Photopoint; PI-88; Prinomastat (AG- 
3340) Purlytin; Suradista (FCE26644); Tamoxifen (Nolvadex); Tazarotene; 
Tetrathiomolybdate; Xeloda (Capecitabine); and 5-Fluorouracil. 

[0557] Anti-angiogenic agents that may be administered in combination with the 

compounds of the invention may work through a variety of mechanisms including, but not 
limited to, inhibiting proteolysis of the extracellular matrix, blocking the function of 
endothelial cell-extracellular matrix adhesion molecules, by antagonizing the function of 
angiogenesis inducers such as growth factors, and inhibiting integrin receptors expressed 
on proliferating endothelial cells. Examples of anti-angiogenic inhibitors that interfere 
with extracellular matrix proteolysis and which may be administered in combination with 
the antibody and antibody compositions of the invention include, but are not limited to, 
AG-3340 (Agouron, La Jolla, CA), BAY-12-9566 (Bayer, West Haven , CT), BMS- 
275291 (Bristol Myers Squibb, Princeton, NJ), CGS-27032A (Novartis, East Hanover, 
NJ), Marimastat (British Biotech, Oxford, UK), and Metastat (Aeterna, St-Foy, Quebec). 
Examples of anti-angiogenic inhibitors that act by blocking the function of endothelial 
cell-extracellular matrix adhesion molecules and which may be administered in 
combination with the antibody and antibody compositions of the invention include, but are 
not limited to, EMD-121974 (Merck KcgaA Darmstadt, Germany) and Vitaxin (Ixsys, La 
Jolla, CA/Medimmune, Gaithersburg, MD). Examples of anti-angiogenic agents that act 
by directly antagonizing or inhibiting angiogenesis inducers and which may be 
administered in combination with the antibody and antibody compositions of the invention 
include, but are not limited to, Angiozyme (Ribozyme, Boulder, CO), Anti-VEGF 
antibody (Genentech, S. San Francisco, CA), PTK-787/ZK-225846 (Novartis, Basel, 
Switzerland), SU-101 (Sugen, S. San Francisco, CA), SU-5416 (Sugen/ Pharmacia 
Upjohn, Bridgewater, NJ), and SU-6668 (Sugen). Other anti-angiogenic agents act to 
indirectly inhibit angiogenesis. Examples of indirect inhibitors of angiogenesis which 
maybe administered in combination with the antibody and antibody compositions of the 
invention include, but are not limited to, JJVI-862 (Cytran, Kirkland, WA), Interferon- 
alpha, IL-12 (Roche, Nutley, NJ), and Pentosan polysulfate (Georgetown University, 
Washington, DC). 

[0558] In particular embodiments, the use of antibody and antibody compositions 

of the invention in combination with anti-angiogenic agents is contemplated for the 
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treatment, prevention, and/or amelioration of an autoimmune disease, such as for example, 
an autoimmune disease described herein. 

[0559] In a particular embodiment, the use of antibody and antibody compositions 

of the invention in combination with anti-angiogenic agents is contemplated for the 
treatment, prevention, and/or amelioration of arthritis. In a more particular embodiment, 
the use of antibody and antibody compositions of the invention in combination with anti- 
angiogenic agents is contemplated for the treatment, prevention, and/or amelioration of 
rheumatoid arthritis. 

[0560] In another embodiment, antibody and antibody compositions of the 

invention are administered in combination with an anticoagulant. Anticoagulants that 
may be administered with the antibody and antibody compositions of the invention 
include, but are not limited to, heparin, warfarin, and aspirin. In a specific embodiment, 
antibody and antibody compositions of the invention are administered in combination 
with heparin and/or warfarin. In another specific embodiment, antibody and antibody 
compositions of the invention are administered in combination with warfarin, hi another 
specific embodiment, antibody and antibody compositions of the invention are 
administered in combination with warfarin and aspirin, hi another specific embodiment, 
antibody and antibody compositions of the invention are administered in combination 
with heparin. In another specific embodiment, antibody and antibody compositions of the 
invention are administered in combination with heparin and aspirin. 
[0561] In another embodiment, antibody and antibody compositions of the 

invention are administered in combination with an agent that suppresses the production of 
anticardiolipin antibodies. In specific embodiments, the polynucleotides of the invention 
are administered in combination with an agent that blocks and/or reduces the ability of 
anticardiolipin antibodies to bind phospholipid-binding plasma protein beta 2-glycoprotein 
I (b2GPI). 

[0562] hi certain embodiments, antibody and antibody compositions of the 

invention are administered in combination with antiretroviral agents, nucleoside reverse 
transcriptase inhibitors, non-nucleoside reverse transcriptase inhibitors, and/or protease 
inhibitors. Nucleoside reverse transcriptase inhibitors that may be administered in 
combination with the antibody and antibody compositions of the invention, include, but 
are not limited to, RETROVIR™ (zidovudine/AZT), VIDEX™ (didanosine/ddl), HIVID™ 
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(zalcitabine/ddC), ZERJT™ (stavudine/d4T), EPIVIR™ (lamivudine/3TC), and 
COMBIVIR™ (zidovudine/lamivudine). Non-nucleoside reverse transcriptase inhibitors 
that may be administered in combination with the antibody and antibody compositions of 
the invention, include, but are not limited to, VIRAMUNE™ (nevirapine), 
RESCRIPTOR™ (delavirdine), and SUSTIVA™ (efavirenz). Protease inhibitors that may 
be administered in combination with the antibody and antibody compositions of the 
invention, include, but are not limited to, CRBOVAN™ (indinavir), NORVIR™ 
(ritonavir), INVIRASE™ (saquinavir), and VIRACEPT™ (nelfinavir). In a specific 
embodiment, antiretroviral agents, nucleoside reverse transcriptase inhibitors, non- 
nucleoside reverse transcriptase inhibitors, and/or protease inhibitors may be used in any 
combination with antibody and antibody compositions of the invention to treat, prevent, 
and/or diagnose AIDS and/or to treat, prevent, and/or diagnose HIV infection. 
[0563] In other embodiments, antibody and antibody compositions of the invention 

may be administered in combination with anti-opportunistic infection agents. Anti- 
opportunistic agents that may be administered in combination with the antibody and 
antibody compositions of the invention, include, but are not limited to, 
TRIMETHOPRIM-SULFAMETHOXAZOLE™, DAPSONE™, PENTAMIDINE™, 
ATOVAQUONE™, ISONIAZID™, RIFAMPIN™, PYRAZIN AMIDE™, 
ETHAMBUTOL™, RIFABUTIN™, CLARITHROMYCIN™, AZITHROMYCIN™, 
GANCICLOVIR™, FOSCARNET™, CIDOFOVIR™, FLUCONAZOLE™, 
ITRACONAZOLE™, KETOCONAZOLE™, ACYCLOVIR™, FAMCICOLVIR™, 
PYRIMETHAMINE™, LEUCOVORIN™, NEUPOGEN™ (filgrastim/G-CSF), and 
LEUKINE™ (sargramostim/GM-CSF). hi a specific embodiment, antibody and antibody 
compositions of the invention are used in any combination with TRIMETHOPRIM- 
SULFAMETHOXAZOLE™, DAPSONE™, PENTAMIDINE™, and/or 
ATOVAQUONE™ to prophylactically treat, prevent, and/or diagnose an opportunistic 
Pneumocystis carinii pneumonia infection. In another specific embodiment, antibody and 
antibody compositions of the invention are used in any combination with ISONIAZID™, 
RIFAMPIN™, PYRAZIN AMIDE™, and/or ETHAMBUTOL™ to prophylactically treat, 
prevent, and/or diagnose an opportunistic Mycobacterium avium complex infection. In 
another specific embodiment, antibody and antibody compositions of the invention are 
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used in any combination with RIFABUTIN™, CLARITHROMYCIN™, and/or 
AZITHROMYCIN™ to prophylactically treat, prevent, and/or diagnose an opportunistic 
Mycobacterium tuberculosis infection. In another specific embodiment, antibody and 
antibody compositions of the invention are used in any combination with 
GANCICLOVIR™, FOSCARNET™, and/or CIDOFOVIR™ to prophylactically treat, 
prevent, and/or diagnose an opportunistic cytomegalovirus infection. In another specific 
embodiment, antibody and antibody compositions of the invention are used in any 
combination with FLUCONAZOLE™, ITRACONAZOLE™, and/or 
KETOCONAZOLE™ to prophylactically treat, prevent, and/or diagnose an opportunistic 
fungal infection. In another specific embodiment, antibody and antibody compositions of 
the invention are used in any combination with ACYCLOVIR™ and/or FAMCICOLVIR™ 
to prophylactically treat, prevent, and/or diagnose an opportunistic herpes simplex virus 
type I and/or type II infection. In another specific embodiment, antibody and antibody 
compositions of the invention are used in any combination with PYRIMETHAMINE™ 
and/or LEUCOVORIN™ to prophylactically treat, prevent, and/or diagnose an 
opportunistic Toxoplasma gondii infection. In another specific embodiment, antibody and 
antibody compositions of the invention are used in any combination with 
LEUCOVORIN™ and/or NEUPOGEN™ to prophylactically treat, prevent, and/or 
diagnose an opportunistic bacterial infection. 

[0564] In a further embodiment, the antibody and antibody compositions of the 

invention are administered in combination with an antiviral agent. Antiviral agents that 
may be administered with the antibody and antibody compositions of the invention 
include, but are not limited to, acyclovir, ribavirin, amantadine, and remantidine. 
[0565] In a further embodiment, the antibody and antibody compositions of the 

invention are administered in combination with an antibiotic agent. Antibiotic agents that 
maybe administered with the antibody and antibody compositions of the invention 
include, but are not limited to, amoxicillin, aminoglycosides, beta-lactam (glycopeptide), 
beta-lactamases, Clindamycin, chloramphenicol, cephalosporins, ciprofloxacin, 
ciprofloxacin, erythromycin, fluoroquinolones, macrolides, metronidazole, penicillins, 
quinolones, rifampin, streptomycin, sulfonamide, tetracyclines, trimethoprim, 
trimethoprim-sulfamthoxazole, and vancomycin. 

[0566] Conventional nonspecific immunosuppressive agents, that may be 
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administered in combination with the antibody and antibody compositions of the invention 
include, but are not limited to, steroids, cyclosporine, cyclosporine analogs 
cyclophosphamide, cyclophosphamide IV, methylprednisolone, prednisolone, 
azathioprine, FK-506, 15-deoxyspergualin, and other immunosuppressive agents that act 
by suppressing the function of responding T cells. 

[0567] In specific embodiments, antibody and antibody compositions of the 

invention are administered in combination with immunosuppressants. 
Immunosuppressants preparations that may be administered with the antibody and 
antibody compositions of the invention include, but are not limited to, ORTHOCLONE™ 
(OKT3), SANDrMMUNE™/NEORAL™/SANGDYA™ (cyclosporin), PROGRAF™ 
(tacrolimus), CELLCEPT™ (mycophenolate), Azathioprine, glucorticosteroids, and 
RAPAMUNE™ (sirolimus). In a specific embodiment, immunosuppressants may be used 
to prevent rejection of organ or bone marrow transplantation. 

[0568] In a preferred embodiment, the antibody and antibody compositions of the 

invention are administered in combination with steroid therapy. Steroids that may be 
administered in combination with the antibody and antibody compositions of the 
invention, include, but are not limited to, oral corticosteroids, prednisone, and 
methylprednisolone (e.g., IV methylprednisolone). In a specific embodiment, antibody 
and antibody compositions of the invention are administered in combination with 
prednisone. In a further specific embodiment, the antibody and antibody compositions of 
the invention are administered in combination with prednisone and an 
immunosuppressive agent. Immunosuppressive agents that may be administered with the 
antibody and antibody compositions of the invention and prednisone are those described 
herein, and include, but are not limited to, azathioprine, cylophosphamide, and 
cyclophosphamide IV. In a another specific embodiment, antibody and antibody 
compositions of the invention are administered in combination with methylprednisolone. 
In a further specific embodiment, the antibody and antibody compositions of the 
invention are administered in combination with methylprednisolone and an 
immunosuppressive agent. Immunosuppressive agents that may be administered with the 
antibody and antibody compositions of the invention and methylprednisolone are those 
described herein, and include, but are not limited to, azathioprine, cylophosphamide, and 
cyclophosphamide IV. 
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[0569] In a preferred embodiment, the antibody and antibody compositions of the 

invention are administered in combination with an antimalarial. Antimalarials that may 
be administered with the antibody and antibody compositions of the invention include, 
but are not limited to, hydroxychloroquine, chloroquine, and/or quinacrine. 
[0570] hi a preferred embodiment, the antibody and antibody compositions of the 

invention are administered in combination with an NSAID. 

[0571] hi a nonexclusive embodiment, the antibody and antibody compositions of 

the invention are administered in combination with one, two, three, four, five, ten, or 
more of the following drugs: NRD-101 (Hoechst Marion Roussel), diclofenac 
(Dimethaid), oxaprozin potassium (Monsanto), mecasermin (Chiron), T-614 (Toyama), 
pemetrexed disodium (Eli Lilly), atreleuton (Abbott), valdecoxib (Monsanto), eltenac 
(Byk Gulden), campath, AGM-1470 (Takeda), CDP-571 (Celltech Chiroscience), CM- 
101 (CarboMed), ML-3000 (Merckle), CB-2431 (KS Biomedix), CBF-BS2 (KS 
Biomedix), IL-IRa gene therapy (Valentis), JTE-522 (Japan Tobacco), paclitaxel 
(Angiotech), DW-166HC (Dong Wha), darbufelone mesylate (Warner-Lambert), soluble 
TNF receptor 1 (synergen; Amgen), IPR-6001 (Institute for Pharmaceutical Research), 
trocade (Hoffman-La Roche), EF-5 (Scotia Pharmaceuticals), BITL-284 (Boehringer 
Ingelheim), BUF-1149 (Boehringer Ingelheim), LeukoVax (Inflammatics), MK-663 
(Merck), ST-1482 (Sigma-Tau), and butixocort propionate (WarnerLambert). 
[0572] In a preferred embodiment, the antibody and antibody compositions of the 

invention are administered in combination with one, two, three, four, five or more of the 
following drugs: methotrexate, sulfasalazine, sodium aurothiomalate, auranofin, 
cyclosporine, penicillamine, azathioprine, an antimalarial drug (e.g., as described herein), 
cyclophosphamide, chlorambucil, gold, ENBREL™ (Etanercept), anti-TNF antibody, LJP 
394 (La Jolla Pharmaceutical Company, San Diego, California) and prednisolone. 
[0573] In a more preferred embodiment, the antibody and antibody compositions 

of the invention are administered in combination with an antimalarial, methotrexate, anti- 
TNF antibody, ENBREL™ and/or sulfasalazine. In one embodiment, the antibody and 
antibody compositions of the invention are administered in combination with 
methotrexate. In another embodiment, the antibody and antibody compositions of the 
invention are administered in combination with anti-TNF antibody, hi another 
embodiment, the antibody and antibody compositions of the invention are administered in 
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combination with methotrexate and anti-TNF antibody. In another embodiment, the 
antibody and antibody compositions of the invention are administered in combination 
with suflasalazine. In another specific embodiment, the antibody and antibody 
compositions of the invention are administered in combination with methotrexate, anti- 
TNF antibody, and suflasalazine. In another embodiment, the antibody and antibody 
compositions of the invention are administered in combination ENBREL™. In another 
embodiment, the antibody and antibody compositions of the invention are administered in 
combination with ENBREL™ and methotrexate. In another embodiment, the antibody and 
antibody compositions of the invention are administered in combination with ENBREL™, 
methotrexate and suflasalazine. In another embodiment, the antibody and antibody 
compositions of the invention are administered in combination with ENBREL™, 
methotrexate and suflasalazine. In other embodiments, one or more antimalarials is 
combined with one of the above-recited combinations. In a specfic embodiment, the 
antibody and antibody compositions of the invention are administered in combination 
with an antimalarial (e.g., hydroxychloroquine), ENBREL™, methotrexate and 
suflasalazine. In another specfic embodiment, the antibody and antibody compositions of 
the invention are administered in combination with an antimalarial (e.g., 
hydroxychloroquine), sulfasalazine, anti-TNF antibody, and methotrexate. 
[0574] In an additional embodiment, antibody and antibody compositions of the 

invention are administered alone or in combination with one or more intravenous immune 
globulin preparations. Intravenous immune globulin preparations that may be 
administered with the antibody and antibody compositions of the invention include, but 
not limited to, GAMMAR™, IYEEGAM™, SANDOGLOBULIN™, GAMMAGARD 
S/D™, and GAMFMUNE™. In a specific embodiment, antibody and antibody 
compositions of the invention are administered in combination with intravenous immune 
globulin preparations in transplantation therapy (e.g., bone marrow transplant). 
[0575] CD40 ligand (CD40L), a soluble form of CD40L (e.g., AVREND™), 

biologically active fragments, variants, or derivatives of CD40L, anti-CD40L antibodies 
(e.g., agonistic or antagonistic antibodies), and/or anti-CD40 antibodies (e.g., agonistic or 
antagonistic antibodies). 

[0576] In an additional embodiment, the antibody and antibody compositions of 

the invention are administered alone or in combination with an anti-inflammatory agent. 
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Anti-inflammatory agents that may be administered with the antibody and antibody 
compositions of the invention include, but are not limited to, glucocorticoids and the 
nonsteroidal anti-inflammatories, aminoarylcarboxylic acid derivatives, arylacetic acid 
derivatives, arylbutyric acid derivatives, arylcarboxylic acids, arylpropionic acid 
derivatives, pyrazoles, pyrazolones, salicylic acid derivatives, thiazinecarboxamides, e- 
acetamidocaproic acid, S-adenosylmethionine, 3-amino-4-hydroxybutyric acid, 
amixetrine, bendazac, benzydamine, bucolome, difenpiramide, ditazol, emorfazone, 
guaiazulene, nabumetone, nimesulide, orgotein, oxaceprol, paranyline, perisoxal, 
pifoxime, proquazone, proxazole, and tenidap. 

[0577] In another embodiment, compostions of the invention are administered in 

combination with a chemotherapeutic agent. Chemotherapeutic agents that may be 
administered with the antibody and antibody compositions of the invention include, but 
are not limited to, antibiotic derivatives (e.g., doxorubicin, bleomycin, daunorubicin, and 
dactinomycin); antiestrogens (e.g., tamoxifen); antimetabolites (e.g., fluorouracil, 5-FU, 
methotrexate, floxuridine, interferon alpha-2b, glutamic acid, plicamycin, 
mercaptopurine, and 6-thioguanine); cytotoxic agents (e.g., carmustine, BCNU, 
lomustine, CCNU, cytosine arabinoside, cyclophosphamide, estramustine, hydroxyurea, 
procarbazine, mitomycin, busulfan, cis-platin, and vincristine sulfate); hormones (e.g., 
medroxyprogesterone, estramustine phosphate sodium, ethinyl estradiol, estradiol, 
megestrol acetate, methyltestosterone, diethylstilbestrol diphosphate, chlorotrianisene, 
and testolactone); nitrogen mustard derivatives (e.g., mephalen, chorambucil, 
mechlorethamine (nitrogen mustard) and thiotepa); steroids and combinations (e.g., 
bethamethasone sodium phosphate); and others (e.g., dicarbazine, asparaginase, mitotane, 
vincristine sulfate, vinblastine sulfate, and etoposide). 

[0578] In a specific embodiment, antibody and antibody compositions of the 

invention are administered in combination with CHOP (cyclophosphamide, doxorubicin, 
vincristine, and prednisone) or any combination of the components of CHOP. In another 
embodiment, antibody and antibody compositions of the invention are administered in 
combination with Rituximab. In a further embodiment, antibody and antibody 
compositions of the invention are administered with Rituxmab and CHOP, or Rituxmab 
and any combination of the components of CHOP. 

[0579] In an additional embodiment, the antibody and antibody compositions of 
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the invention are administered in combination with cytokines. Cytokines that may be 
administered with the antibody and antibody compositions of the invention include, but 
are not limited to, GM-CSF, G-CSF, JL2, IL3, IL4, IL5, IL6, IL7, IL10, HJ2, IL13, IL15, 
anti-CD40, CD40L, IFN-alpha, IFN-beta, IFN-gamma, TNF-alpha, and TNF-beta. hi 
preferred embodiments, antibody and antibody compositions of the invention are 
administered with BLyS (e.g., amino acids 134-285 of SEQ IF D NO:3228). hi another 
embodiment, antibody and antibody compositions of the invention may be administered 
with any interleukin, including, but not limited to, DL-lalpha, IL-lbeta, IL-2, IL-3, EL-4, 
IL-5, IL-6, EL-7, IL-8, IL-9, IL-10, IL-11, IL-12, IL-13, BL-14, IL-15, IL-16, EL-17, IL-18, 
IL-19, IL-20, IL-21, and EL-22. In preferred embodiments, the antibody and antibody 
compositions of the invention are administered in combination with IL4 and IL10. 
[0580] hi one embodiment, the antibody and antibody compositions of the 

invention are administered in combination with one or more chemokines. In specific 
embodiments, the antibody and antibody compositions of the invention are administered in 
combination with an a(CxC) chemokine selected from the group consisting of gamma- 
interferon inducible protein- 10 (yIP-10), interleukin-8 (EL-8), platelet factor-4 (PF4), 
neutrophil activating protein (NAP-2), GRO-a, GRO-P, GRO-y, neutrophil-activating 
peptide (ENA-78), granulocyte chemoattractant protein-2 (GCP-2), and stromal cell- 
derived factor-1 (SDF-1, or pre-B cell stimulatory factor (PBSF)); and/or a (3(CC) 
chemokine selected from the group consisting of: RANTES (regulated on activation, 
normal T expressed and secreted), macrophage inflammatory protein- 1 alpha (MlP-la), 
macrophage inflammatory protein- 1 beta (MIP-ip), monocyte chemotactic protein-1 
(MCP-1), monocyte chemotactic protein-2 (MCP-2), monocyte chemotactic protein-3 
(MCP-3), monocyte chemotactic protein-4 (MCP-4) macrophage inflammatory protein-1 
gamma (MlP-ly), macrophage inflammatory protein-3 alpha (MIP-3a), macrophage 
inflammatory protein-3 beta (MIP-3P), macrophage inflammatory protein-4 (MIP-4/DC- 
CK-1/PARC), eotaxin, Exodus, and 1-309; and/or the y(C) chemokine, lymphotactin. 
[0581] In another embodiment, the antibody and antibody compositions of the 

invention are administered with chemokine beta-8, chemokine beta-1, and/or macrophage 
inflammatory protein-4. In a preferred embodiment, the antibody and antibody 
compositions of the invention are administered with chemokine beta-8. 

[0582] In an additional embodiment, the antibody and antibody compositions of 
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the invention are administered in combination with an IL-4 antagonist. IL-4 antagonists 
that may be administered with the antibody and antibody compositions of the invention 
include, but are not limited to: soluble IL-4 receptor polypeptides, multimeric forms of 
soluble IL-4 receptor polypeptides; anti-IL-4 receptor antibodies that bind the IL-4 
receptor without transducing the biological signal elicited by IL-4, anti-IL4 antibodies that 
block binding of IL-4 to one or more IL-4 receptors, and muteins of IL-4 that bind IL-4 
receptors but do not transduce the biological signal elicited by EL-4. Preferably, the 
antibodies employed according to this method are monoclonal antibodies (including 
antibody fragments, such as, for example, those described herein). 
[0583] The invention also encompasses combining the polynucleotides and/or 

polypeptides of the invention (and/or agonists or antagonists thereof) with other proposed 
or conventional hematopoietic therapies. Thus, for example, the polynucleotides and/or 
polypeptides of the invention (and/or agonists or antagonists thereof) can be combined 
with compounds that singly exhibit erythropoietic stimulatory effects, such as 
erythropoietin, testosterone, progenitor cell stimulators, insulin-like growth factor, 
prostaglandins, serotonin, cyclic AMP, prolactin, and triiodothyzonine. Also 
encompassed are combinations of the antibody and antibody compositions of the invention 
with compounds generally used to treat aplastic anemia, such as, for example, 
methenolene, stanozolol, and nandrolone; to treat iron-deficiency anemia, such as, for 
example, iron preparations; to treat malignant anemia, such as, for example, vitamin B ]2 
and/or folic acid; and to treat hemolytic anemia, such as, for example, adrenocortical 
steroids, e.g., corticoids. See e.g., Resegotti et al., Panminerva Medica, 23:243-248 
(1981); Kurtz, FEBS Letters, 14a:105-108 (1982); McGonigle et al., Kidney Int., 25:437- 
444 (1984); and Pavlovic-Kantera, Expt. Hematol., 8(supp. 8) 283-291 (1980), the 
contents of each of which are hereby incorporated by reference in their entireties. 
[0584] Compounds that enhance the effects of or synergize with erythropoietin are 

also useful as adjuvants herein, and include but are not limited to, adrenergic agonists, 
thyroid hormones, androgens, hepatic erythropoietic factors, erythrotropins, and 
erythrogenins, See for e.g., Dunn, "Current Concepts in Erythropoiesis", John Wiley and 
Sons (Chichester, England, 1983); Kalmani, Kidney Int., 22:383-391 (1982); Shahidi, 
New Eng. J. Med., 289:72-80 (1973); Urabe et al., J. Exp. Med., 149:1314-1325 (1979); 
Billat et al., Expt. Hematol., 10:133-140 (1982); Naughton et al., Acta Haemat, 69:171- 
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179 (1983); Cognote et al. in abstract 364, Proceedings 7th Intl. Cong, of Endocrinology 
(Quebec City, Quebec, July 1-7, 1984); and Rothman et al., 1982, J. Surg. Oncol., 20:105- 
108 (1982). Methods for stimulating hematopoiesis comprise administering a 
hematopoietically effective amount (i.e., an amount which effects the formation of blood 
cells) of a pharmaceutical composition containing polynucleotides and/or poylpeptides of 
the invention (and/or agonists or antagonists thereof) to a patient. The polynucleotides 
and/or polypeptides of the invention and/or agonists or antagonists thereof is administered 
to the patient by any suitable technique, including but not limited to, parenteral, 
sublingual, topical, intrapulmonary and intranasal, and those techniques further discussed 
herein. The pharmaceutical composition optionally contains one or more members of the 
group consisting of erythropoietin, testosterone, progenitor cell stimulators, insulin-like 
growth factor, prostaglandins, serotonin, cyclic AMP, prolactin, triiodothyzonine, 
methenolene, stanozolol, and nandrolone, iron preparations, vitamin B12, folic acid and/or 
adrenocortical steroids. 

[0585] hi an additional embodiment, the antibody and antibody compositions of 

the invention are administered in combination with hematopoietic growth factors. 
Hematopoietic growth factors that may be administered with the antibody and antibody 
compositions of the invention include, but are not limited to, LEUKINE™ 
(SARGRAMOSTDVI™) and NEUPOGEN™ (FILGRASTIM™). 

[0586] In an additional embodiment, the antibody and antibody compositions of 

the invention are administered in combination with fibroblast growth factors. Fibroblast 
growth factors that may be administered with the antibody and antibody compositions of 
the invention include, but are not limited to, FGF-1, FGF-2, FGF-3, FGF-4, FGF-5, FGF- 
6, FGF-7, FGF-8, FGF-9, FGF-10, FGF-1 1, FGF-12, FGF-13, FGF-14, and FGF-15. 
[0587] Additionally, the antibody and antibody compositions of the invention may 

be administered alone or in combination with other therapeutic regimens, including but 
not limited to, radiation therapy. Such combinatorial therapy may be administered 
sequentially and/or concomitantly. 

Kits 

[0588] The invention also provides a pharmaceutical pack or kit comprising one or 

more containers filled with one or more of the ingredients of the pharmaceutical 
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compositions of the invention. Optionally associated with such container(s) can be a 
notice in the form prescribed by a governmental agency regulating the manufacture, use or 
sale of pharmaceuticals or biological products, which notice reflects approval by the 
agency of manufacture, use or sale for human administration. 

[0589] The present invention provides kits that can be used in the above methods. 

In one embodiment, a kit comprises an antibody of the invention, preferably a purified 
antibody, in one or more containers. In an alternative embodiment, a kit comprises an 
antibody fragment that immunospecifically binds to BLyS. In a specific embodiment, the 
kits of the present invention contain a substantially isolated BLyS polypeptide as a control. 
Preferably, the kits of the present invention further comprise a control antibody which 
does not react with BLyS. In another specific embodiment, the kits of the present 
invention contain a means for detecting the binding of an antibody to BLyS (e.g., the 
antibody may be conjugated to a detectable substrate such as a fluorescent compound, an 
enzymatic substrate, a radioactive compound or a luminescent compound, or a second 
antibody which recognizes the first antibody may be conjugated to a detectable substrate). 
In specific embodiments, the kit may include a recombinantly produced or chemically 
synthesized BLyS. The BLyS provided in the kit may also be attached to a solid support. 
In a more specific embodiment the detecting means of the above-described kit includes a 
solid support to which BLyS is attached. Such a kit may also include a non-attached 
reporter-labeled anti-human antibody. In this embodiment, binding of the antibody to 
BLyS can be detected by binding of the said reporter-labeled antibody. 
[0590] In an additional embodiment, the invention includes a diagnostic kit for use 

in screening serum containing antigens of the polypeptide of the invention. The diagnostic 
kit includes a substantially isolated antibody specifically immunoreactive with BLyS, and 
means for detecting the binding of BLyS to the antibody. In one embodiment, the 
antibody is attached to a solid support. In a specific embodiment, the antibody may be a 
monoclonal antibody. The detecting means of the kit may include a second, labeled 
monoclonal antibody. Alternatively, or in addition, the detecting means may include a 
labeled, competing antigen. 

[0591] In one diagnostic configuration, test serum is reacted with a solid phase 

reagent having a surface-bound BLyS obtained by the methods of the present invention. 
After BLyS binds to a specific antibody, the unbound serum components are removed by 
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washing, reporter-labeled anti-human antibody is added, unbound anti-human antibody is 
removed by washing, and a reagent is reacted with reporter-labeled anti-human antibody 
to bind reporter to the reagent in proportion to the amount of bound anti-BLyS antibody 
on the solid support. Typically, the reporter is an enzyme which is detected by incubating 
the solid phase in the presence of a suitable fluorometric, luminescent or colorimetric 
substrate. 

[0592] The solid surface reagent in the above assay is prepared by known 

techniques for attaching protein material to solid support material, such as polymeric 
beads, dip sticks, 96-well plate or filter material. These attachment methods generally 
include non-specific adsorption of the protein to the support or covalent attachment of the 
protein, typically through a free amine group, to a chemically reactive group on the solid 
support, such as an activated carboxyl, hydroxyl, or aldehyde group. Alternatively, 
streptavidin coated plates can be used in conjunction with biotinylated antigen(s). 
[0593] Thus, the invention provides an assay system or kit for carrying out this 

diagnostic method. The kit generally includes a support with surface-bound recombinant 
BLyS, and a reporter-labeled anti-human antibody for detecting surface-bound anti-BLyS 
antibody. 

[0594] In specific embodiments, the present invention encompasses a single chain 

Fv (scFv) having an amino acid sequence of one of SEQ ID NOS: 1 to 2128. 
[0595] In specific embodiments, the present invention encompasses a single chain 

Fv (scFv) having an amino acid sequence of one of SEQ ID NOS: 1 to 46, 321 to 329, 
1563 to 1595, and 1881 to 1908. 

[0596] In specific embodiments, the present invention encompasses a single chain 

Fv (scFv) having an amino acid sequence of one of SEQ ID NOS: 1563 to 1880. 

[0597] In specific embodiments, the present invention encompasses a single chain 

Fv (scFv) having an amino acid sequence of one of SEQ ID NOS: 1881 to 2128. 

[0598] In specific embodiments, the present invention encompasses a single chain 

Fv (scFv) having an amino acid sequence of one of SEQ ID NOS: 1 to 1562. 

[0599] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VH domain from an scFv having an amino acid sequence 
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of one of SEQ ID NOS: 1 to 2128, wherein said antibody or fragment thereof 
immunospecifically binds BLyS. 

[0600] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VH domain from an scFv having an amino acid sequence 
of one of SEQ ID NOS: 1 to 46, 321 to 329, 1563 to 1595, and 1881 to 1908. 
[0601] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VH domain from an scFv having an amino acid sequence 
of one of SEQ ID NOS: 1881 to 2128, and in which said antibody or fragment thereof 
immunospecifically binds to the membrane-bound form of BLyS. 

[0602] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VH domain from an scFv having an amino acid sequence 
of one of SEQ ID NOS: 1563 to 1880, and in which said antibody or fragment thereof 
immunospecifically binds to the soluble form of BLyS. 

[0603] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VL domain from an scFv having an amino acid sequence of 
one of SEQ ID NOS: 1 to 2128, wherein said antibody or fragment thereof 
immunospecifically binds BLyS. 

[0604] hi specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VL domain from an scFv having an amino acid sequence of 
one of SEQ ID NOS: 1 to 46, 321 to 329, 1563 to 1595, and 1881 to 1908. 
[0605] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VL domain from an scFv having an amino acid sequence of 
one of SEQ ID NOS: 1881 to 2128, and in which said antibody or fragment thereof 
immunospecifically binds to the membrane-bound form of BLyS. 

[0606] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VL domain from an scFv having an amino acid sequence of 
one of SEQ ID NOS: 1563 to 1880, and in which said antibody or fragment thereof 
immunospecifically binds to the soluble form of BLyS. 

[0607] In specific embodiments, the present invention encompasses an antibody or 

fragment thereof comprising a VL domain from an scFv having an amino acid sequence of 
one of SEQ ID NOS: 1 to 2128, wherein said antibody or fragment thereof 
immunospecifically binds BLyS and which also comprises a VH domain from an scFv 
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